To deliver quality management of a frail individual, a clinician should understand the concept of frailty, be aware of its epidemiology and be able to screen for frailty and assess it when it is present, and, finally, to recommend successful interventions.
INTRODUCTION
Functional capacities in healthy individuals are developed and strengthened until adulthood and slowly decline thereafter. A decline in multiple physiological systems results in frailty (1) . The prevalence of frailty progresses with age and we can find 2-5% of the population with frailty in the age group between 18 and 34 (2) . Determinants of frailty are gender, age, income, lifestyle, marital status and multimorbidity as the key determinant (3) . Frailty is associated with incapacity and/or multimorbidity, but should not be equated with it (4) . With older people frailty is a common cause condition leading to death. In the last year of life, frailty is connected to a persistent or advanced disability in basic daily activities, which is similar to an individual with organ failure (5) .
Comprehensive geriatric assessment (CGA) is the most comprehensively researched model for healthcare delivery to frail older patients (6) .
Frailty among older persons is a dynamic process characterised by frequent transitions between frailty states over time. Clinical management of frailty at the individual level includes prevention at the individual level, detection and management of a frail individual (7) . Priorities of healthcare services and their differences between providers and recipients should be taken into account particularly in the health care of older patients and the design of healthcare policies and research (8) .
Determinants of frailty have to be systematically checked to be able to recognise an individual who is at a high risk to develop frailty (3).
Aims and Objectives
Aim: To define interventions in a successful clinical management of frail people.
Objective: To conduct a systematic review of relevant literature for the time period from 1 January 2002 to 31 May 2017.
METHODS

Review Methods
Descriptive research methodology was used to review peer-reviewed medical literature. A systematic review of literature was conducted, as it enabled us to obtain data from various sources and ensured a holistic understanding of the research subject. The selection criterion for articles to be included in the review was that they were published during the last 15 years. Key words were selected from a proposal of key words that was prepared by the task leader and the working group focusing on Clinical Management as part of the European Commission project 'Joint Action on Frailty Prevention -JA ADVANTAGE,' Work Package 6 -Management of Frailty at Individual Level.
In addition to language and publication time restrictions, the main inclusion factors were also peer-review scientific journals, international documents, professional guidelines, standards and research studies performed in the EU which comprehensively investigate and describe management of frailty through clinical management. The exclusion criteria were: editorials, letters, interviews, posters and no access to full text.
We have also included grey documents which were identified and proposed by the task leader and the working group focusing on Clinical Management as part of the European Commission project 'Joint Action on Frailty Prevention -JA ADVANTAGE,' Work Package 6 -Management of Frailty at Individual Level. Grey documents were identified by means of an opportunistic search, that is, a targeted or focused one, based on the information that each partner in the project Consortium could give regarding their own country. The term grey literature was used to describe information which is not published commercially or is otherwise hard to find. This includes items, such as government reports, NGO reports, theses, technical reports, white papers, etc.
Results of the Review
The total number of all search results was 67432. After excluding duplicates and considering inclusion criteria, the final 27 articles remained for analysis.
The process of literature review is displayed in a search table (Table 1 ) and in the PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analysis) diagram (9) , as shown in Figure 1 . 
Quality Assessment of the Review
Results of the quality assessment of systematic literature review, as shown in Table 2 . Table 2 . Table 3 .
Results of the quality assessment of systematic literature review.
Results of the review and literature analysis. To determine which determinants predict frailty and domains of frailty.
To determine the transition rates between frailty states.
To develop and operationalize a phenotype of frailty in older adults.
A research on how frailty develops, how it might be prevented and how it can be detected reliably.
To perform a comprehensive review of the definitions and assessment tools on frailty.
Data show that frailty is prevalent already in younger adults, has increasing prevalence with age, which varies depending on which frailty tool is used.
The effect of the determinants of frailty differs across frailty domains.
Frailty is a dynamic process, CGA showed a favourable outcome in frail and pre-frail older people.
Frailty and mobility disability can be successfully treated.
The results of this study show the potential of health promotion to older persons.
Summary of Studies Included in Review
Definition of Frailty
Although frailty is a commonly used term to indicate older persons at an increased risk for adverse outcomes, the consensus about how to define it is lacking (17) . One consensus definition quotes 'frailty as a medical syndrome with multiple causes and contributors that is characterized by diminished strength, endurance, and reduced physiologic function that increases an individual's vulnerability for developing increased dependency and/ or death' (17) . Physical frailty is considered to be a consequence of a cycle of decreasing energy expenditure, negative energy balance and sarcopenia (10) . It is a state of poor homeostatic reserve due to critically decreased physiological reserves and is considered as a state of pre-disability (11, 12, 26) . Other components, such as cognition, mood, social circumstances, living environment, income, lifestyle, multimorbidity, disability and sensory impairment, should also be included as domains of frailty (3, 12).
Epidemiology of Frailty
Up to 50 years of age, frailty is more prevalent when defined by Fried criteria, but after this age, it becomes more prevalent when defined as an accumulation of deficits or Frailty index (2) . In general, the prevalence of frailty defined as an accumulation of deficits is 1.3-1.37 times more prevalent than when it is defined by Fried criteria (2, 27) . General prevalence of frailty is 9.9% and 13.6% and of pre-frailty 44.2% and 34.5%, respectively, when defined by Fried criteria and by the broad definition (27) . The prevalence of frailty increases with age, is more prevalent in women than in men, and can be as high as 39.1% in men aged 85 years or older and 45.1% in women in the same age group (24).
Tools for Screening and Diagnosing Frailty
There are literally dozens of tools designated to assess frailty, ranging from simple to multicomponent (10-15, 18, 26 (13) . In general, of the 38 assessment tools, only the Frailty Index-CGA and Tilburg Frailty Indicator showed significant evidence of reliability and validity (18) . There is still no consensus regarding which tool should be used for screening and diagnosing frailty (12) . Fried criteria and Frailty Index of Accumulated Deficits appear to be the most robust assessment tools to be used by clinicians and researchers today, and should consequently prove to be the most useful ones either for screening and diagnosing frailty (Fried criteria) or as an assessment and follow-up tool (Frailty index derived from CGA) (13).
Interventions in Frailty
Supplementation of vitamin D might have positive effects on muscle strength and physical frailty in adults over 65 years old and vitamin D deficient individuals (20, 21) . Regular physical activity effectively decreases the number of frailty criteria and the prevalence of frailty in community-dwelling sedentary older people (22) . Exercise has a positive impact on some physical outcomes and on functional ability in frail older people (19) . Multicomponent training interventions performed three times per week for 30-45 minutes per session over a period of more than 5 months seem to be superior to other exercise programs (19) . A home modification and progressive competency-based exercise programme can reduce the level of frailty in older people (25) .
In a community-dwelling pre-frail or frail older people, nutrition, cognitive training, physical activity and combination treatment in duration of 6 months improve frailty score and frailty status (23) . Combined training of a shorter duration is effective, but the results are less sustainable (28) .
CGA consisting of evaluation and management of frail older people can be an effective way to decrease frailty status (29, 30) . When performed in geriatric wards, comprehensive geriatric assessment increases a patient's likelihood of being alive, at home and experiencing improved cognition (32).
Home-based physiotherapy seems to decrease frailty, but preventive home visits are not very effective (31, 33).
DISCUSSION
We identified four main areas essential for clinical management of frailty: definition of frailty, epidemiology of frailty, tools for screening and diagnosing frailty and successful interventions for decreasing frailty.
Frailty is not a disease with a disturbing set of symptoms and signs that would prompt an individual to seek the attention of medical personnel. A potentially frail individual should therefore primarily be approached in a proactive manner.
Studies show a unanimous consent that frailty carries the risk of poor outcomes. Defining frailty remains elusive, but the concept emerging from the efforts to do so encompasses the influence of irreversible or non-preventable (age, ethnicity, etc.) and reversible or preventable (morbidity, income, lifestyle, etc.) determinants that cause a decline in physiologic reserve, resulting in poor homeostatic reserve that can be critically challenged with minor intrinsic or extrinsic stressors resulting in morbidity, decreased functional ability or disability, or death.
As a proactive approach is sensible, individuals should be screened and assessed for frailty when present. It is neither practical nor feasible to evaluate the entire population but targeting those with determinants associated with frailty and older population makes sense with support in epidemiological data.
There are many tools to screen for and diagnose or assess frailty in an individual person. As screening for frailty is performed more feasibly when focusing on physical frailty, it could be the first step in clinical management. Subsequent assessment should include CGA to identify all potential contributors and plan the interventions and follow-up. The CGA derived Frailty index is better suited for evaluating the effect of interventions than were the tools for assessing physical frailty (i.e., Fried criteria).
From a clinical point of view, the evidence that physical interventions, provided that they are sufficiently intensive and performed over a sufficient time span, are successful in the treatment of frailty is highly regarded. To the best of our knowledge, only the data from one RCT show both the effect of cognitive training as well as the explicit effect of nutrition intervention (protein, energy, vitamin and mineral supplementation) on frailty (24) . Although it is recommended to supplement vitamin D in older people in order to alleviate the consequences of frailty, there are only conditional data to support treatment of frailty with vitamin D. In this regard, we consider vitamin D as more of a marker than a risk factor or contributor for frailty. CGA appears to have a central role in the management of frailty. There are robust data of its effectiveness when performed in specialized wards for hospitalized frail older people, who are the most vulnerable frail population. Interventions are much more effective when implemented in those populations that at the greatest risk, and in this regard, geriatric wards should be highly encouraged to perform CGA.
The value of our review lies in a comprehensive evaluation of all the elements necessary to provide care to a frail person. We believe the presented work is very informative, not only for busy clinicians unfamiliar with concept of frailty, but also for service planners, providers and payers, since frailty prevention, postponement or treatment involves many stakeholders and/or requires a multidisciplinary approach.
There are some limitations to our review. Because there is no generally accepted definition of frailty, we very likely missed many studies that could otherwise be included in this review. We did not find a substantial body of new research on this topic, therefore, the majority of interventions have already been more or less firmly and explicitly recommended in the report from the consensus conference with the participation of experts from six major international, European and US societies published in 2013 (17) .
We are aware of the development of drugs to treat sarcopenia and we look forward to studies that will evaluate those drugs in the context of frailty prevention and treatment (34) .
To the best of our knowledge, several questions remain unanswered, such as whether different age groups require different approaches to the issue of frailty, whether management and treatment of multimorbidity can have an effect on frailty, and whether public health measures can be effective in preventing and treating frailty.
CONCLUSION
The aim of this research was to define interventions in a successful clinical management of frail people. For the purposes of this research, a systematic literature review method was used. The method proved to be appropriate and the aim was achieved. Our research can serve as a base for a comprehensive model of clinical management of frailty.
Results of this review show that prevalence of frailty ranges from 5% to more than 45%, depending on the definition and age group. Although not ideal, Fried criteria and Frailty Index of Accumulated Deficits can be recommended for clinical work and research purposes. They can be used consequently, as Fried criteria are more feasible for screening, whereas Frailty Index, derived from comprehensive geriatric assessment, is better suited for management and follow-up. Comprehensive geriatric assessment is a multidimensional, multidisciplinary diagnostic instrument addressing medical, psychosocial, functional and social capabilities and limitations of older persons, which aims to generate a plan of treatment and follow-up and is, therefore, a core activity in geriatric medicine (6) . Multicomponent physical training of appropriate duration and frequency, and multidimensional interventions combining vitamin D, nutrition, cognitive training and physical activity, particularly when based on comprehensive geriatric assessment, are effective to reduce frailty.
The main drawback of the current literature review is the fact that it does not include a meta-analysis of included results.
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